Previous studies of the half-life of thiopentone (T£*) in man were performed using higher than usual doses (1-4 g) (Brodie et al., , 1951 Brodie, 1952) . This was necessary because there was no method available to measure low plasma concentrations of the drug. It has been shown that T£ of certain drugs may depend on the dose Brodie et al., 1952; Dayton et al., 1967a) . Since a sensitive spectrofluorometric method is now available, we decided to measure the Ti of thiopentone in man using therapeutic doses.
Thiopentone is metabolized mainly in the liver (Winters et al., 1955; Cooper and Brodie, 1957; Spector and Shideman, 1959; Mark et al., 1965) . There is evidence that halothane alters liver perfusion in normal volunteers (Epstein et al., 1965; Price et al., 1966) . This effect of halothane might influence thiopentone metabolism; therefore, we studied patients receiving both drugs.
PATIENTS AND METHODS
Eight healthy patients without evidence of liver disease and not taking chronic medication, participated in the study. Group I consisted of five patients who had anaesthesia for minor surgery (four cystoscopy and one biopsy). Group II was made up of three patients who underwent surgical procedures, lasting from 2J-to 6 hours. In these three patients anaesthesia was maintained with halothane in nitrous oxide and oxygen after induction with thiopentone.
* The half-life of plasma concentrations is referred to as Ti; when plasma concentrations are directly proportional to total drug in the body Ti is equal to half-life of the drug.
Halothane was vaporized in concentrations (1.0-2 per cent) adequate to maintain moderately deep anaesthesia. Ventilation was assisted to prevent accumulation of carbon dioxide. Thiopentone was always given intravenously in doses ranging from 5 to 12 mg/kg within the first 10 minutes. No marked hypotensive episodes were observed.
Since the initial decay of plasma levels was not followed, samples of venous blood were drawn intermittently starting 1 hour after the administration of the drug. Samples were drawn intermittently from subjects in group I for as long as 12 hours after the drug was administered. At least four samples were drawn from subjects in group II during halothane anaesthesia. Two to six hours after discontinuation of halothane, four more samples were taken from these subjects. Thiopentone in plasma was measured by a method previously described (Dayton et al., 1967b) . For the analysis it was more convenient to use glass distilled N hexane (Burdick & Jackson Laboratories, Muskegon, Mich.) and NaOH supplied by Mallinckrodt than randomly purchased reagents. This resulted in lower blanks.
RESULTS
The initial rapid decline in plasma concentration primarily due to distribution of the drug throughout the body was not measured. The slow decline due to metabolism of thiopentone is a single Supported by NIH Grants GM14270 and HE10498.
exponential curve, as shown in figure 1. Plasma levels of thiopentone after the intravenous dose of 500 mg of thiopentone-sodium (Subject 1). Though the dotted extrapolation to zero time in order to give a hypothetical volume of distribution might suggest immediate "equilibrium", actually distribution is a complex phenomenon (Bischoff and Dedrick, 1968) . 
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FIG. 2 Plasma levels of thiopentone during (dots) and after (triangles) halothane anaesthesia (Subject 8). Halothane was given during the time period indicated by <->
Extrapolation to time zero as in figure 1.
DISCUSSION
It has been shown that thiopentone is metabolized in the liver (Winters et al., 1955; Cooper and Brodie, 1957; Spector and Shideman, 1959; Mark et al., 1965; Shideman et al., 1949) . In this study with routine clinical anaesthesia it was found that halothane does not affect the Ti. This could be explained on the basis that, though halothane may have decreased hepatic blood flow and even oxygen tension in the hepatic veins, the (Cooper and Brodie, 1957; Spector and Shideman, 1959; Mark et al., 1965) . others (1950, 1951) and Brodie (1952) have reported a TJ of thiopentone ranging from 10 to 15%/hr after doses of 1-4 g. In the present study, following doses of 500-700 mg, Ti ranged from 16 to 24%/hr. The subjects studied by Brodie and co-workers were not described as being normal in regard to liver function; in fact, it was then believed that even in cirrhosis there was no alteration in the rate of drug metabolism (Brodie, Burns and Wiener, 1959) . However, recently it has been shown that differences in the rate of drug metabolism may depend on differences in liver function and pretreatment with unrelated drugs (Levi, Sherlock and Walker, 1968) . Thus, some subjects in whom Ti was studied by Brodie and co-workers may have had altered function. An alternative explanation for the present results is that metabolism is dose-dependent, being more rapid at lower levels. Weiner and associates (1950) had found such a phenomenon in humans using dicoumarol and similar findings were reported by Brodie and associates (1952) for ethylbiscoumacetate. Dayton and associates (1967a) have demonstrated dose dependence in dogs for several drugs. Brodie and associates (1952) suggested as an explanation for the dose-dependence of T| of drugs the saturation of a biochemical mechanism. In the case of thiopentone, the drugmetabolizing enzymes in the liver microsomes may be saturated at higher doses of the drug. 
